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Ibogaine Analogues: 
Drug Development for 
Addictive Disorders 



Drug Abuse / Drug Dependence 


e Orug/subs?£n€e obuse 

e Self -administered use of any drug/sahsfance In a manner 
that deviates from the approved medical ar soda! standards 
within a pven culture 
e Addiction or psychological dependence 

e Repeated; compulsive seeking or use of a substance despite 
adverse social, psychological end/ or physical consequences 
o Chronic relapsing -disorder 
# Physical dependence 

e Adoptive, physiological state produced by repeated drug 
edministratlan that Is manifested ns a withdrawal syndrome, 

ADDICTION can occur without PHVCICAt DEPENDENCE 
PHYSICAL DEPENDENCE can occur without ADDICTION 



Addicts are desperate 
far new therapies 
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Degeoerat ion of Furkirye cells in 
parasagittal mms of the 
cerebellar vermis after treatment 
with ibogasne or harmdsne, 
O'H&arn, E, and Moliiver, M<E> 
Neuroscience 5§;303-3i0 (1993}> 















































































Effect of an ideal treatment 
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Effects of 18-MC on responding 

for morphine, cocaine and water 

s~ -. 

i@~MC selectively ^ ] 


Ibogoine also affects 
responding far water. 


Effects of 18~MC on nespofidino 


for methamphetamine and nicotine 
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18 -MC reduces 
the intensity ef 
several signs of 
morphine 
svithdrxnvai 


18-MC is a potentially, effective 
anti-addictive treatment 


Opioid withdrawal 
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18-MC itself is not reinforcing 


18-MC has no apparent 

side effects 

1. Unlike ibogame, 18-MC does not induce 
f mmor s and dues nut damage the 
cerebellum; 

2. Unlike i boa a me , 18-MC has no ill effect 
or the heart, 

3. 18-MC may not be hallucinogenic. 

4. 18-MC is not re'mforcm^ and should not 
be liable to abuse. 

























































What are the pharmacokinetic 
properties of 18-MC? 


h What is its half-life? 

2, Is it uniformly distributed throughout 
the body? 

3, Does it have any metabolites? 





































































I8*MC msy have 
Several metabolites, 
the mast (mportiant 
one Has been shown 
to fee 
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What is the mechanism 
of action of 18-MO 
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the *reward pathways 
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18-MC abolishes drug sensitization. 
Why is this important? 



Drug sensitisation may underlie craving and j 
the cyclic nature of addiction. 

By abolishing drug sensitisation 18-MC may 
prevent relapse and promote abstinence. J 
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Patch-clamp electrophysiology 
Whole-cell recording 
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Is 18~M£ blockade of a3p4 nicotinic 
receptors relevant to 
its anti-addictive effects? 


L Effects of combination of low doses of non- 


meeamyiemire 

bupropion 

cbxtrometharphs! 
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/Aeeomybmme, on sntihyparfenmve agent (Inversine^)- & 
specific meat* me receptor antagonist. 


bupropion, an ontsdepressent (Wellbutrm#) sod an ant?-smokin§ 
aid CZyde?#}, is abo a dopamine uptake blocker. 


Dextromethorphan, on antitussive in many OTC cough medicines 
(Senyiir?#, Debym#, DexAbne”*; Pertossi n#, Robituesir#, 
Secrets^ }Ja abo e NMDA receptor antagonist. 
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Effects of oc3p4 drug combinations 
on. morphine self-administration 
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Effects of a3p4 drug combinations 
methamphetamine self-administration 


Effects .of «3p4 drug combination 
on nicotine self-adminiStration 
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Effects of interpeduncular 
administration of 1S-MC 
on drug self-~administmtlon 


Local administration of 18-MC (10 pg 
in 1 ii) into both intorpaduncular 
nuclei, immediately prior ta the 
session, decreased responding far 
morphine by 35%. 
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Correlations between 
blockade of a3p4 nicotinic receptors 
and drug self-administration 


Hoe? much a 
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nicotinic receptor antagonists decrease drug 
self-administration, 

Interpeduncular administration of 18-MC 


Conclusions 

%, 18 -MC may be useful in treating many forms of drug 
addiction. Including opioid (eg,, heroin) and stimulant (e.g v 
cocaine, methamphefamine) abuse, alcoholism and smoking, 

2, 18*MC should lack all of ibogainds prominent side 
effects, 

3, 1S~MC abolishes the dopamine sensitization that occurs 
with chronic drug administration and that may underlie 
craving and relapse, 

4, An antagonist action at aSfkt nicotinic receptors 
appears to be IS-MCs most important action, iS-MC has 
greater selectivity far this site than either ibogaine or 
other existing agents. 


Clinical application 


Antagonism of acetylcholine's actions at a3|H nicotinic 
receptors may constitute a novel mechanism and strategy far 
reducing addiction to multiple drugs. 


Law dose combinations of existing agents (be,, 
dextromethorphan, mecamylamine and bupropion) may be 
viable therapies, and readily testable, In lieu of single agents 
acting specifically at this site. 























































